REMARKS 

Summary of the Invention 

The invention features methods for analyzing and determining the toxicity of a test 
compound in vitro. The methods involve separately contacting, under conditions allowing 
hybridization to occur, labeled nucleic acid probes corresponding to RNA or cDNA 
molecules prepared or derived from mammalian cells either contacted or not contacted with 
the test compound with a library of nucleic acid molecules immobilized on a support. The 
library includes nucleic acid molecules specific for differentially spliced forms of genes that 
are expressed during apoptosis. Contact of the mammalian cells with a test compound that 
is toxic causes the expression of the apoptosis-specific nucleic acid molecules by the 
contacted cells. The expression of these apoptosis-specific nucleic acid molecules can be 
detected in the contacted cells based on the hybridization that results between the nucleic 
acid molecules prepared from the contacted cells and the library of nucleic acid molecules. 
Where the hybridization profile reveals the presence of the genetic markers of apoptosis in 
the contacted cells, the test compound is determined to be toxic. 

Summary of the Office Action 

Claims 40-66 are pending. Claim 58-66 are withdrawn from consideration. Claims 40- 
66 are subject to a restriction requirement. Claims 40-49, 53-56 are rejected under 35 U.S.C. § 
102(b) for anticipation by Fong et al. (Biochimica et Biophysica Acta. 1517:250-256, 2001; 
hereinafter "Fong"). Claims 51, 52, and 57 are objected to as being dependent upon a rejected 
base claim, but would be allowable if rewritten in independent form. By this reply, Applicants 
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cancel claims 40-55, amend claims 56 and 57, add new claims 67-1 12, and address each of the 
Examiner's rejections. 

Support for the Amendments 

Support for the amendment to claim 56 and 57 is found in prior claims 56 and 57 and in 
the specification on, e.g., page 5, lines 1-6. Support for new claims 67-72 is found in prior 
claims 41-46. Support for new claims 73-75 is found in prior claims 53-55. Support for new 
claims 76, 77, 90, 91, and 1 1 1 is found in the specification on, e.g., page 19, lines 1-3, and page 
36, lines 26-27. Support for new claims 78, 92, 112 is found in the specification on, e.g., page 5, 
lines 1-6. Support for new claim 79 is found in prior claims 40 and 51. Support for new claim 
80 is found in prior claim 52. Support for new claims 81-86 is found in prior claims 41-46. 
Support for new claims 87-89 is found in prior claims 53-55. Support for new claim 93 is found 
in prior claims 51 and 56. Support for new claim 94 is found in prior claim 40 and in the 
specification on, e.g., page 9, lines 13-22, and page 27, line 22, through page 32, line 17. No 
new matter is added by the amendment. 

Restriction Requirement 

In reply to the restriction requirement, Applicants elect the invention of Group I, claims 
40-57, and elect the nucleic acid sequence of SEQ ID NO: 16. The elections are made without 
traverse. 
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Rejections under 35 U.S.C. § 102(b) 

Claims 40-49 and 53-56 are rejected under 35 U.S.C. § 102(b) 1 for anticipation over 
Fong. Applicants respectfully traverse the rejection. 

Fong is not prior art to the present application. For Fong to constitute prior art it must 
have been publicly available prior to the priority date of the present application. The present 
application, which was filed with the U.S. Patent Office on March 6, 2002 and received a filing 
date of August 2, 2002 under 35 U.S.C. § 371, is a continuation-in-part application of U.S. Serial 
No. 09/456,370, filed on December 8, 1999, and claims the benefit of the filing date of 
International Application No. PCT/FR00/02503, filed on September 12, 2000 (see Preliminary 
Amendment filed with the application on March 6, 2002; a copy of which is provided). 

The publication date of Fong is January 26, 2001, which is after the priority date of the 
present application. Since Fong does not predate the priority date of the present application, 
Fong does not constitute prior art and cannot be relied upon by the Examiner in issuing a 
rejection under 35 U.S.C. § 102. Therefore, Applicants respectfully request that the Examiner 
withdraw this rejection. 



1 Applicants note that the Examiner cites 35 U.S.C. § 102(b) on page 3 of the Office Action, but rejects claims 40-49 
and 53-56 under 35 U.S.C. § 102(e) on page 4 of the Office Action. Applicants believe this is a typographical error 
and address the present rejection of claims 40-49 and 53-56 under 35 U.S.C. § 102(b). 
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CONCLUSION 

Applicants submit that the claims are novel and inventive over the prior art and 
respectfully request favorable reconsideration of the present application. In particular, it is 
believed that the claims are in condition for allowance, and a notification to that effect is 
respectfully requested. 

Enclosed is a petition to extend the period for replying for one month, to and including 
April 15, 2005, and a check in the amount of $60.00 to cover the required fee. Also enclosed is a 
check in the amount of $750.00 to cover the required fee for the excess claims. If there are any 
charges or any credits, please apply them to Deposit Account No. 03-2095. 



Respectfully submitted, 




101 Federal Street 
Boston, MA 02110 
Telephone: 617-428-0200 
Facsimile: 617-428-7045 
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